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Web Page URLs for STN Seminar Schedule - N. America 
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"Ask CAS" for self-help around the clock 


NEWS 
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SEP 


01 


New pricing for the Save Answers for SciFinder Wizard within 










STN Express with Discover! 


NEWS 
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OCT 


28 


KOREAPAT now available on STN 


NEWS 
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NOV 


30 


PHAR reloaded with additional data 


NEWS 
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DEC 


01 


LISA now available on STN 


NEWS 
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DEC 


09 


12 databases to be removed from STN on December 31, 2004 


NEWS 
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DEC 


15 


MEDLINE update schedule for December 2004 


NEWS 
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17 


ELCOM reloaded; updating to resume; current -awareness 










alerts (SDIs) affected 


NEWS 


10 
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17 


COMPUAB reloaded; updating to resume; current -awareness 










alerts (SDIs) affected 
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11 


DEC 


17 


SOLIDSTATE reloaded; updating to resume; current -awareness 










alerts (SDIs) artectea 


NEWS 
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17 


CERAB reloaded; updating to resume; current -awareness 










alerts (SDIs) affected 
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13 


dec' 
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THREE NEW FIELDS ADDED TO IFI PAT/ IFIUDB/I FI CDB 


NEWS 


14 


DEC 


30 


EPFULL: New patent full text database to be available on STN 


NEWS 


15 


DEC 


30 


CAPLUS - PATENT COVERAGE EXPANDED 


NEWS 


16 


JAN 


03 


No connect -hour charges in EPFULL during January and 










February 2005 


NEWS 


17 


FEB 


25 


CA/CAPLUS - Russian Agency for Patents and Trademarks 










(ROSPATENT) added to list of core patent offices covered 


NEWS 


18 


FEB 


10 


STN Patent Forums to be held in March 2005 


NEWS 


19 


FEB 


16 


STN User Update to be held in conjunction with the 229th ACS 










National Meeting on March 13, 2005 


NEWS 


20 


FEB 


28 


PATDPAFULL - New display fields provide for legal status 










data from INPADOC 


NEWS 


21 


FEB 


28 


BABS - Current -awareness alerts (SDIs) available 


NEWS 


22 


FEB 


28 


MEDLINE/LMEDLINE reloaded 


NEWS 


23 


MAR 


02 


GBFULL: New full-text patent database on STN 


NEWS 


24 


MAR 


03 


REGI STRY / ZREGI STRY - Sequence annotations enhanced 


NEWS 


EXPRESS 


JANUARY 10 CURRENT WINDOWS VERSION IS V7.01a, CURRENT 



MACINTOSH VERSION IS V6.0c(ENG) AND V6 . OJc ( JP) , 
AND CURRENT DISCOVER FILE IS DATED 10 JANUARY 2005 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 

NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 



All use of STN is subject to the provisions of the STN Customer 



agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may- 
result in loss of user privileges and other penalties. 

************* stn Columbus *************** 
FILE 1 HOME 1 ENTERED AT 15:17:55 ON 03 MAR 2005 
=> fil reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 1 REGISTRY 1 ENTERED AT 15:18:07 ON 03 MAR 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 2 MAR 2005 HIGHEST RN 841200-41-7 

DICTIONARY FILE UPDATES: 2 MAR 2005 HIGHEST RN 841200-41-7 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 18, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
ht tp : //www . cas . org/ONLINE/DBSS/ regist ryss . html 

=> 

Uploading C:\Program Files\Stnexp\Queries\10758893 . str 
O 8 

/ X \ S13 /IS 
9 11 14 

12 



N 



/CN / 



CK 



,.5-- 

! it" ! 

1 



chain nodes : 

7 8 9 10 11 12 13 14 15 
ring nodes : • 
1 2 3 4 5 6 
chain bonds : 

7-8 7-9 9-10 10-11 11-12 11-13 13-14 14-15 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 
exact /norm bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-9 9-10 10-11 11-12 11-13 13-14 14-15 
isolated ring systems : 
containing 1 : 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: CLASS 8 : CLASS 9 : CLASS 10: CLASS 
11: CLASS 12: CLASS 13 : CLASS 14 : CLASS 15: CLASS 17: CLASS 



LI 



STRUCTURE UPLOADED 



= > d 

LI HAS NO ANSWERS 
LI STR 
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,CN 



Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 15:18:30 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 28 TO ITERATE 



100.0% PROCESSED 28 ITERATIONS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE 

BATCH 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 

L2 5 SEA SSS SAM LI 

=> s 11 full 

FULL SEARCH INITIATED 15:18:33 
FULL SCREEN SEARCH COMPLETED - 

100.0% PROCESSED 478 ITERATIONS 

SEARCH TIME: 00.00.01 

L3 79 SEA SSS FUL LI 



5 ANSWERS 



7 9 ANSWERS 



** COMPLETE** 
** COMPLETE** 
243 TO 877 
5 TO 234 



FILE' 1 REGISTRY ' 
4 78 TO ITERATE 



=> s 13 and caplus/lc 

44463264 CAPLUS/LC 
L4 7 9 L3 AND CAPLUS/LC 

=> fil caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 165.93 166.14 

FILE 'CAPLUS' ENTERED AT 15:18:42 ON 03 MAR 2 005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 3 Mar 2005 VOL 142 ISS 10 
FILE LAST UPDATED: 2 Mar 2005 (20050302/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



= > s 14 

L5 9 L4 

V 

=> d ibib abs hitstr 1-9 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION: 



2004:267319 CAPLUS 
140:304079 

Preparation of iodotyrosine cyanomethyl amides as 
Cathepsin B inhibitors 

Burrill, Leland C. , II; Palmer, James T. ; Rydzewski, 
Robert M. 

Axys Pharmaceuticals, Inc., USA 

PCT Int . Appl . , 42 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




WO 2004026851 




Al 




20040401 




WO 2003- 


US29545 




20030916 
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LK, 
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LS, 


LT, 
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OM, 
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PH, 
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vc, 
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YU, 
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ZM, 
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SL, 
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UG, 
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ZW, 
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AZ, 
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AT, 
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BG, 


CH, 
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CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


PRIORITY APPLN. 


INFO 














US 2002- 


412368P 




P 20020920 



OTHER SOURCE (S) 
GI 



MARPAT 140:304079 




AB 



IT 



RN 
CN 



Title compds. [I; Rl, R2 = H, alkyl, haloalkyl, hydroxyalkyl , aryl, 
aralkyl; R1R2 = atoms to form a cycloalkyl, heterocycloalkyl ring; R3 = 
alkyl, iodo; R4 = (substituted) aryl , heteroaryl, heterocycloalkyl; R5 # R6 
= H, alkyl], were prepared as Cathepsin B inhibitors (no data). Thus, 
4-morpholinobenzoic acid hydrochloride, hydroxybenzotriazole, Et3N, and 
EDC were stirred 30 min in DMF; L-3 , 5-diiodotyrosine, Et3N # and H20 in DMF 
were added followed by stirring for 16 h to give (S) -3- (4-hydroxy-3 , 5- 
diiodophenyl) -2- (4 -morphol in-4 -ylbenzoylamino) propionic acid. The latter 
was stirred overnight with aminoacetonitrile hydrochloride, HBTU, and 
N-methylmorpholine in DMF to give (S) -N- [1- (cyanome thy 1 carbamoyl ) -2- (4- 
hydroxy- 3 , 5 -di iodophenyl ) ethyl ] - 4 -morphol in- 4 -ylbenzamide . 
676477-50-2P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of iodotyrosine cyanomethylamides as Cathepsin B inhibitors) 
676477-50-2 CAPLUS 

4 -Morphol inecarboxamide, N- [ (IS) -2- [ (cyanomethyl ) amino] -1- [ (4 -hydroxy-3 , 5- 
diiodophenyl) methyl] -2 -oxoethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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CAPLUS COPYRIGHT 2 005 ACS on STN 
2003:55370 CAPLUS 
14 0:5280 

Design and synthesis of dipeptide nitriles as 
reversible and potent Cathepsin S inhibitors. [Erratum 
to document cited in CA138 : 5-6234] 

Ward, Yancey D. ; Thomson, David S.; Frye, Leah L. ; 
Cywin, Charles L. ; Morwick, Tina; Emmanuel, Michel J. ; 
Zindell, Renee; McNeil, Daniel; Bekkali, Younes; 
Girardot, Marc; Hrapchak, Matt; DeTuri, Molly; Crane, 
Kathy; White, Delia; Pav, Susan; Wang, Yong; Hao, 
Ming-Hong; Grygon, Christine A.; Labadia, Mark E. ; 
Freeman, Dorothy M. ; Davidson, Walter; Hopkins, Jerry 



L. ; Brown, Maryanne L. ; Spero, Denice M . 
CORPORATE SOURCE: Boehringer Ingelheim Pharmaceuticals, Ridgefield, CT, 

06877-0368, USA 

SOURCE: Journal of Medicinal Chemistry (2003), 46(5), 882 

CODEN: JMCMAR; ISSN: 0022-2623 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB The name of author Marc Girardot was incorrect in the version published on 

the Web 10/31/2002 (ASAP) and in the Dec. 5, 2002 issue (Volume 45, Number 25, 
pp 5471-5482) . The correct electronic version of the manuscript was 
published on 01/20/2003. 
IT 479091-78-6 

RL: PRP (Properties) 

(crystal structure of cathepsin S cocrystd. with dipeptide nitrile as 
its reversible inhibitor (Erratum) ) 
RN 479091-78-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- 

(phenylmethoxy) ethyl] amino] carbonyl] -3 -methylbutyl] - , compd. with 
cathepsin S (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 290816-77-2 
CMF C21 H30 N4 04 

Absolute stereochemistry. 



H 




CM 2 

CRN 71965-46-3 

CMF Unspecified 

CCI MAN 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
IT 290816-77-2P 

RL: BSU (Biological study, unclassified); PRP (Properties); SPN (Synthetic 
preparation) ; BIOL (Biological study) ; PREP (Preparation) 

(preparation and biol . activity of dipeptide nitriles as reversible and 
potent cathepsin S inhibitors (Erratum)) 
RN 290816-77-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- 

(phenylmethoxy) ethyl] amino] carbonyl] -3 -methylbutyl] - . (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 
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RL: BSU (Biological study, unclassified) ; SPN (Synthetic preparation) ; 
BIOL (Biological study) ; PREP (Preparation) 

(preparation and biol . activity of dipeptide nitriles as reversible and 
potent cathepsin S inhibitors (Erratum) ) 
RN 225119-70-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ (cyanomethyl ) amino] carbonyl] -3- 
methylbutyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




Bu-i 



RN 290816-49-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl ] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





H 



H 




Ph 



CN 



Bu-i 



RN 290816-76-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- 
phenylpropyl] amino] carbonyl] -3 , 3 -dimethylbutyl] - (9CI) 



(CA INDEX NAME) 



Absolute stereochemistry. 




RN 290816-78-3 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ ( 1R) -l-cyano-2- 

( phenyl me thoxy) ethyl] amino] carbonyl] -3 , 3-dimethylbutyl] 
NAME) 



(9CI) (CA INDEX 



Absolute stereochemistry. 




RN 290816-82-9 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -2- [ (2 -chlorophenyl ) methoxy] -1- 
cyanoethyl] amino] carbonyl] -3 -methylbutyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290816-83-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -2- [ (4 -chlorophenyl ) methoxy] -1- 
cyanoethyl] amino] carbonyl] -3 -methylbutyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



i-Bu 



CI 




RN 290816-89-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -2- [ (3 -chlorophenyl ) methoxy] -1- 
cyanoethyl] amino] carbonyl] -3 -methylbutyl ] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



0 i-Bu 




RN 290816-91-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- [ (2- 

methylphenyDmethoxy] ethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 290817-01-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (IS) -l-cyano-3-phenylpropyl] amino] -1- 
(cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290817-02-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (1R) -l-cyano-2- 

(phenylmethoxy) ethyl]amino] -1- (cyclohexylmethyl ) -2-oxoethyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Ph 



RN 290817-03-7 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] pentyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




0 




H 



CN 
Bu-n 



Ph 



RN 290817-12-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (S) -cyanophenylmethyl] amino] carbonyl 
] -3-methylbutyl] - (9CI) (CA INDEX NAME) 




RN 479091-50-4 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -1-cyanoethyl] amino] carbonyl] -3- 
methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





H 



CN 



Bu-i 



RN 479091-51-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -1-cyanobutyl] amino] carbonyl] -3- 
methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





Pr-n 



H 



CN 



Bu-i 



RN 479091-52-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -1-cyanopentyi] amino] carbonyl] -3- 
methylbutyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 479091-53-7 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-2- 

methylpropyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 479091-54-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-2 , 2- 

dimethylpropyl] amino] carbonyl] -3 -methylbutyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 479091-55-9 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-2- 

phenylethyl] amino] carbonyl] -3 -methylbutyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




Ph 



RN 479091-56-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-2- (3,4- 
dichlorophenyl) ethyl] amino] carbonyl] -3-methylbutyl] - (9CI) 
NAME) 



(CA INDEX 



Absolute stereochemistry. 




i-Bu 



RN 479091-57-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 479091-58-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ (1-cyano-l- 
methyl ethyl) amino] carbonyl] -3-methylbutyl] - (9CI) 



.(CA INDEX NAME) 



Absolute stereochemistry. 




NC Me 



Bu-i 



RN 479091-59-3 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 479091-60-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -1,3 -dimethylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Ph 



RN 479091-61-7 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (IS) -1-cyano- 3 -phenylpropyl] amino] 
methyl - 2 -oxoethyl ] - (9CI). (CA INDEX NAME) 

Absolute stereochemistry. 



0 Me 




RN 479091-62-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -2 -methylpropyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 479091-63-9 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (IS) -1-cyano -3 -phenylpropyl] amino] 
cyclohexyl -2 -oxoethyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 479091-64-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (IS) -l-cyano-3 -phenylpropyl] amino] -2- 
oxo-1- (phenylmethyl) ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 479091-65-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- [ (2- 

methylphenyl) methoxy] ethyl] amino] carbonyl] -3 , 3-dimethylbutyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 479091-66-2 CAPLUS 

CN 4-Morpholinecarboxamide # N- [ (IS) -2- [ [ (1R) -l-cyano-2- [ (2- 

methylphenyl ) methoxy] ethyl] amino] -1- (cyclohexylmethyl ) -2-oxoethyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 479091-67-3 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (1R) -2- [ (2-chlorophenyl ) methoxy] -1- 

cyanoethyl] amino] -1- (cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 479091-68-4 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (S) -cyanophenylmethyl] amino] -1- 
(cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph. s ^CN 




RN 479091-69-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ ( 1-cyano-l -methyl ethyl) amino] -1- 
(cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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reversible and potent cathepsin S inhibitors 
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Cywin, Charles L. ; Morwick, Tina; Emmanuel, Michel 
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LANGUAGE : 
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CORPORATE SOURCE: 
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Giradot, Marc; Hrapchak, Matt; DeTuri, Molly; Crane, 
Kathy; White, Delia; Pav, Susan; Wang, Yong; Hao, 
Ming-Hong; Grygon, Christine A.,- Labadia, Mark E.; 
Freeman, Dorothy M.; Davidson, Walter; Hopkins, Jerry 
L.; Brown, Maryanne L. ; Spero, Denice M. 
Boehringer Ingelheim Pharmaceuticals, Ridgefield, CT, 
06877-0368, USA 

Journal of Medicinal Chemistry (2002), 45(25), 
5471-5482 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
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CASREACT 138:56234 



AB The specificity of the immune response relies on processing of foreign 
proteins and presentation of antigenic peptides at the cell surface. 
Inhibition of antigen presentation, and the subsequent activation of 
T-cells, should, in theory, modulate the immune response. The cysteine 
protease cathepsin S performs a fundamental step in antigen presentation 
and therefore represents an attractive target for inhibition. Herein, the 
authors report a series of potent and reversible Cathepsin S inhibitors 
based on dipeptide nitriles. These inhibitors show nanomolar inhibition 
of the target enzyme as well as cellular potency in a human B cell line. 
The first x-ray crystal structure of a reversible inhibitor cocrystd. with 
cathepsin S is also reported. 

IT 479091-78-6 

RL: PRP (Properties) 



(crystal structure of cathepsin S cocrystd. with a dipeptide nitrile as 
its reversible inhibitor) 



RN 479091-78-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- 

(phenylmethoxy) ethyl] amino] carbonyl] -3 -methylbutyl] - , compd. with 
cathepsin S (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 290816-77-2 
CMF C21 H30 N4 04 

Absolute stereochemistry. 



CM 2 

CRN 71965-46-3 
CMF Unspecified 
CCI MAN 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
IT 290816-77-2P 

RL: BSU (Biological study, unclassified); PRP (Properties); SPN (Synthetic 
preparation) ; BIOL (Biological study) ; PREP (Preparation) 

(preparation and biol . activity of dipeptide nitriles as reversible and 

potent cathepsin S inhibitors) 



H 




RN 290816-77-2 CAPLUS 

CN 4-Morpholinecarboxamide # N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- 

(phenylmethoxy) ethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RL: BSU (Biological study, unclassified); SPN (Synthetic preparation) ; 
BIOL (Biological study) ; PREP (Preparation) 

(preparation and biol . activity of dipeptide nitriles as reversible and 
potent cathepsin S inhibitors) 
RN 225119-70-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ ( cyanome thy 1) amino] carbonyl] -3- 
methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 290816-49-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- t [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




H 



o vv 



CN 




H 




RN 290816-76-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -3,3 -dimethylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290816-78-3 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- 

(phenylmethoxy) ethyl] amino] carbonyl] -3 , 3 -dimethylbutyl ] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



H 




RN 290816-82-9 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -2- [ (2-chlorophenyl ) methoxy] -1- 
cyanoethyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290816-83-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -2- [ (4 -chlorophenyl ) methoxy] -1- 
cyanoethyl] amino] carbonyl] -3 -methylbutyl ] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 290816-89-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -2- [ (3-chlorophenyl) methoxy] -1- 
cyanoethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 i-Bu 




RN 290816-91-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- [ (2- 
methylphenyl ) methoxy] ethyl] amino] carbonyl] -3-methylbutyl] 
INDEX NAME) 



(9CI) (CA 



Absolute stereochemistry. 




RN 290817-01-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (IS) -l-cyano-3-phenylpropyl] amino] -1- 
(cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 290817-02-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (1R) -l-cyano-2- 

( phenyl methoxy) ethyl] amino] -1- (cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 290817-03-7 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ ( IS) -1- [ [ [ ( IS) -l-cyano-3- 

phenylpropyl ] amino] carbonyl] pentyl] - (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




RN 290817-12-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (S) -cyanophenyl methyl] amino] carbonyl 
] -3-methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 479091-50-4 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -1-cyanoethyl] amino] carbonyl] -3- 
methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 479091-51-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -!-[[[ (IS) -1-cyanobutyl] amino] carbonyl] -3- 



methylbutyl] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



H 




RN 479091-52-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ ( IS) -1- [ [ [ ( IS) -1-cyanopentyl] amino] carbonyl] -3- 
methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 479091-53-7 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-2- 

methylpropyl] amino] carbonyl] -3 -methylbutyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 479091-54-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-2 , 2- 

dimethylpropyl] amino] carbonyl] -3 -methylbutyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 479091-55-9 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-2- 



pheny 1 ethyl] amino] carbonyl] -3 -methyl butyl] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



H 






CN 



Bu-i 



H 



Ph 



RN 479091-56-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-2- (3,4- 

dichlorophenyl) ethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




i-Bu 



RN 479091-57-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-3- 

phenylpropyL] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



V^ 1 





CN 



Bu-i 



H 



RN 479091-58-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ (1-cyano-l- 

methylethyl) amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




NC Me 
S Bu-i 



RN 479091-59-3 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ ( 1R) -1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 479091-60-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [!-[[[ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -1,3 -dimethylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 479091-61-7 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (IS) -l-cyano-3-phenylpropyl] amino] -1- 
methyl-2-pxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 Me 




RN 479091-62-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -2 -methylpropyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 479091-63-9 CAPLUS 



CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (IS) -l-cyano-3-phenylpropyl] amino] -1- 
cyclohexyl-2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





RN 479091-64-0 CAPLUS 

CN 4-Morpholinecarboxamide # N- [ (IS) -2- [ [ (IS) -l-cyano-3-phenylpropyl] amino] -2- 
oxo-1- (phenyl methyl) ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 479091-65-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- [ (2- 

methylphenyl ) methoxy] ethyl] amino] carbonyl] -3 , 3 -dimethylbutyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 479091-66-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (1R) -l-cyano-2- [ (2- 

methylphenyl ) methoxy] ethyl ] amino] - 1 - ( cyclohexylmethyl ) -.2 -oxoethyl ] - ( 9CI ) 
(CA INDEX NAME) 



Absolute stereochemistry. 




RN 479091-67-3 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (1R) -2- [ (2 -chlorophenyl ) methoxy] -1- 

cyanoethyl] amino] -1- (cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 479091-68-4 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (S) -cyanophenyl methyl] amino] -1- 
( cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 479091-69-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ ( 1-cyano-l -methyl ethyl ) amino] -1- 
( cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AB Compels . of formula I are claimed [wherein; n is 1-5, Rl is H and R2 is 

cyano, C5-heteroaryl or Rl and R2 are H, halo, alkyl, alkyl , X10R5 where 
XI and R5 are defined below or Rl and R2 together with the carbon atom, 
are (hetero) cycloalkylene; R3 is, at the first occurrence, N02, CF30, 
CHF20, X1NR5R5, X1C(0)NR5R5, X1SR5, etc., where XI is a bond or alkylene, 
R5 is H or (substituted) alkyl; R3 is at each other occurrence, is H, 
alkyl, CN, halo, etc.; R4 is C(0)X2R8 or S(0)2X2R8, where X2 is a bond, 0 
or N(H or alkyl) and R8 is (substituted) alkyl , (hetero) cycloalkyl , 
substituted heteroaryl, etc.] . Preparation of I proceeds by one of four 
routes. The cyanomethyl amide side-chain may be formed by condensation of 
a cyanomethylamine with the parent carboxylic acid (optionally as the 
sulfide analog, followed by oxidation to the sulfone) . The R4-NH bond may be 
formed by alkylation of the parent amine salt with R4L where L is a 
leaving group, or by addition of an amine to the corresponding isocyanate. 
Alternatively, the thiol -derived parent may be S-benzylated and oxidized 
to give compds . I. Compound II was prepared by amidation of 
(R) -3- [2- (dif luoromethoxy) benzyl sulfonyl] -2- [ ( l-morpholin-4- 
ylmethanoyl) amino] propionic acid with (1-aminocyclopropane) carbonitrile . 
Seventy examples of compds. I were provided. I showed Ki against 
cathepsin S activity in the range of 10-10 to 10-7 M. I inhibited 
cathepsin K 50 -fold less than cathepsin S. Claimed uses of I are 
treatment of diseases which inhibition of cathepsin S can prevent. 

IT 330474-09-4P 330474-81-2P 330665-93-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation and use of 2-aminoacyl-3-benzylsulfonylpropionamide derivs . as 
selective cathepsin S inhibitors) 

RN 330474-09-4 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl ) amino] -1- [ [ [ (2- 

ni trophenyl) methyl] sulfonyl ] methyl] -2 -oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 330474-81-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl) amino] -1- [ [ [ [2- 

(dif luoromethoxy) phenyl] methyl] sulfonyl] methyl] -2-oxoethyl] - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 330665-93-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyano-2-thienylmethyl ) amino] -1- [ [ [ [2- 
(difluoromethoxy) phenyl 3 methyl] sulfonyl] methyl] -2-oxoethyl] - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




IT 294642-00-5P 330475-53-1P 
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(Reactant or reagent) 
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CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl) amino] -1- [ [ [ (2- 

nitrophenyl ) methyl ] thio] methyl] -2-oxoethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 330475-53-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2-[ (cyanomethyl ) amino] -1- [[(1,1- 
dimethyl ethyl) dithio] methyl] -2-oxoethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AB R4NHCH (X1S02X2R3) CONHCR1R2CN [XI, X2 = CH2 , or XI = CH2CH2 and X2 = bond; 
Rl = H, R2 = cyano, heteroaryl, alkylheteroaryl , or Rl, R2 = H, halo, 
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= bond, alkylene] , were prepared Thus, 2R-benzoylamino-3- (4- 
methylbenzylsulfanyl) propionic acid (preparation given), EDCI , HOBt, 



aminoacetonitrile bisulfate, and N-methylmorpholine were stirred together 
in N-methylpyrrolidinone for 5 h to give N- [lR-cyanomethyl carbamoyl -2- (4- 
• methylbenzylsulfanyl) ethyl] benzamide. This was stirred with oxone in MeOH 
for 16 h to give N- [ (R) -1- ( cyanomethyl carbamoyl ) -2-p- 

tolylmethanesulfonyl ethyl] benzamide. Title compds. inhibited cathepsin S 
with Ki = about 10-10 M to 10-4 M . 
IT 330473-80-8P 330473-81-9P 330474-04-9P 

330474- 09-4P 330474-26-5P 330474-81-2P 

330475- 40-6P 330475-41-7P 330475-58-6P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 



(preparation of amino acid cyanomethyl amides as cathepsin S inhibitors) 



RN 330473-80-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ ( cyanomethyl) amino] carbonyl] -3- [ [2- 
( trifluoromethoxy) phenyl ] sulfonyl] propyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 330473-81-9 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ (cyanomethyl ) amino] carbonyl] -3- 
(phenyl sulfonyl) propyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




H 



H 




RN 33 0474-04-9 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl ) amino] -2-oxo-l- 
[[ (phenylmethyl) sulfonyl] methyl] ethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



H 




Ph 



RN 



330474-09-4 CAPLUS 



CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl) amino] -1- [ [ [ (2- 

nitrophenyl) methyl] sulfonyl] methyl] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 330474-26-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl) amino] -1- [ [ [ (2- 

methylphenyl ) methyl] sulfonyl] methyl] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 330474-81-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl ) amino] -1- [ [ [ [2- 

(dif luoromethoxy) phenyl] methyl] sulfonyl] methyl] -2-oxoethyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



H 




RN 330475-40-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyano-2-thienylmethyl ) amino] -2-oxo-l- 
[ [ (phenyl methyl) sulfonyl ] methyl] ethyl ] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 330475-41-7 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyano-2 -furanyl met hyl ) amino] -2-oxo-l- 
[ [ (phenylmethyl) sulfonyl] methyl] ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 3304 75-58-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ (cyanomethyl ) amino] carbonyl] -3- [ [4- 
( trifluoromethoxy) phenyl] sulfonyl ] propyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




H 



IT 294641-09-1P 294642-00-5P 330475-53-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(preparation of amino acid cyanomethyl amides as cathepsin S inhibitors) 
RN 294641-09-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl ) amino] -2-oxo-l- 
[ [(phenylmethyl) thio] methyl] ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 294642-00-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl ) amino] -1- [ [ [ (2- 

nitrophenyl) methyl] thio] methyl] -2 -oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 330475-53-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl ) amino] -1- [[(1,1- 
dimethylethyl )dithio] methyl] -2 -oxoethyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



o ^ 



SBu-t 




REFERENCE COUNT: 
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2000:666700 CAPLUS 
133:252170 

Preparation of novel N-cyanomethyl amides as protease 
inhibitors 

Bryant, Clifford M. ; Bunin, Barry A. ; Kraynack, Erica 

A.; Patterson, John W. 

Axys Pharmaceuticals, Inc., USA 

PCT Int. Appl. , 137 pp. 
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WO 


2000- 


US6747 


W 


20000315 
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OTHER SOURCE (S) : 




MARPAT 133:252170 











R2 
I 

.N. .CN 
R3 



Rll 



N 

iv 



R5 R9 

x 



xi 



ii 



R8 r5 r9 

x2 v 

Rll" >^ N 
R6 RlO R 7 



Xl 



t-Bu. 



Ill 




IV 



AB The title compds . [I; Rl = II, III (wherein XI, X2 = CO, CH2S02; R5, R6 = 



H, alkyl; R7, R8 = H, alkyl, etc.; R9 # RIO = alkyl optionally substituted 
with CN, halo, N02, etc.; Rll = X5X6R18; X5 = CO, COCO, S02; X6 = a bond, 
0, NH, N(alkyl); R18 = alkyl optionally substituted with CN, halo, N02, 
etc.); R2 = H, alkyl, etc.; R3 = H, alkyl, etc.; R4 = H, alkyl optionally 
substituted with CN, halo, N02, etc.; R4 and R2 taken together form 
trimethylene, tetramethylene, phenylene-1, 2 -dimethyl ene, optionally 
substituted with hydroxy, oxo or methylene; R4 and R3 together with the 
carbon atom to which both are attached form cycloalkylene, 

heterocycloalkylene] , useful for treating diseases associated with cysteine 
protease activity, particularly diseases associated with activity of 
cathepsins B, K, L or S such as inflammation and asthma, were prepared and 
formulated. Thus, reacting 2 (S) -tert-butoxycarbonylamino-3- 
phenylpropionic acid with aminoacetonitrile . HC1 in the presence of Et3N in 
DMF and MeCN afforded the amide (IS) -IV. Biol, data for compds . I were 
given . 

IT 225120-04-7P 294641-09-1P 294641-99-9P 
294642-00-5P 294642-01-6P 294642-15-2P 

RL: BAC {Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of novel N-cyanomethyl amides as protease inhibitors) 
RN 225120-04-7 CAPLUS 

CN 4-Morpholinecarboxamide, N- [(IS) -2- [ (cyanomethyl ) amino] -1- 
(cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 294641-09-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl ) amino] -2-oxo-l- 
[[ (phenylmethyl) thiol methyl] ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 294641-99-9 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl ) amino] -1- [ [ [ (2- 

methylphenyl ) methyl ] thio] methyl] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 294642-00-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl ) amino] -1- [ [ [ (2- 

nitrophenyl) methyl] thio] methyl] -2 -oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 2 94642-0.1-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl) amino] -1- [ [ [ (3- 

nitrophenyl) methyl] thio] methyl] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 294642-15-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (1R) -2- [ (cyanomethyl ) amino] -1- [ [ [ (2- 

cyanophenyl ) methyl] thio] methyl] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Cywin, Charles L. ; Frye, Leah L. ; Morwick, Tina; 

Spero, Denice M.; Thomson, David; Ward, Yancey 
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P 19990302 
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Al 19991105 












WO 1999- 
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W 19991105 












US 2001- 


82952 


A3 20011024 



OTHER SOURCE (S): MARPAT 133:208196 

AB Compds. R1-A-NHCR2R3C( : X) NR4CR5R6R7 [A = C:0, C:S, C:NH or substituted 

imino group; Rl = (un) substituted alkyl, cycloalkyl, aryl , heterocyclyl , 
heteroaryl, amino; R2 , R4 = H, alkyl; R3 , R6 = H or (un) substituted alkyl, 
cycloalkyl, aryl, heterocyclyl, heteroaryl; R5 = H, alkyl, cycloalkyl; R7 
= R8C(Z), where Z = O, S, NH or substituted derivative and R8 is 
(un) substituted 5-8 membered monocyclic or 8-11 membered bicyclic 
heteroaryl having 1-4 heteroatoms selected from N, O and S; X = 0, S, NOH] 
were prepared as cathepsin S inhibitors. Thus, morpholine-4-carboxylic acid 
[1- (S) - [1- (S) - cyano- 3 -phenylpropyl carbamoyl] -3 -methylbutyl] amide was 
prepared by coupling L-homophenylalaninamide with N- (4 -morpholinecarbonyl) -L- 
leucine and reaction with cyanuric chloride. Compds. of the invention 
were evaluated for inhibition of cathepsin S (IC50 < 100 nM) . 

IT 290816-49-8P 290816-76-1P 290816-77-2P 
290816-78-3P 290816-79-4P 290816-81-8P 
290816-82-9P 290816-83-0P 290816-84-1P 
290816-85-2P 290816-86-3P 290816-87-4P 
290816-88-5P 290816-89-6P 290816-91-OP 
290816-92-1P 290816-93-2P 290816-94-3P 

290816- 95-4P 290816-96-5P 290816-97-6P 

290817- 01-5P 290817-02-6P 290817-03-7P 
290817-07-1P 290817-08-2P 290817-10-6P 
290817-11-7P 290817-12-8P 290817-14-OP 
290817-15-1P 290817-17-3P 290817-18-4P 
290817-19-5P 290817-20-8P 290817-21-9P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of peptides as reversible inhibitors of cathepsin S) 
RN 290816-49-8 CAPLUS N 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 290816-76-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] -3,3 -dimethylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 290816-77-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ ( IS) -1- [ [ [ (1R) -l-cyano-2- 

(phenylmethoxy) ethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



H 




RN 290816-78-3 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- 

(phenylmethoxy) ethyl] amino] carbonyl] -3 , 3 -dimethylbutyl] - (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 




0^ 



Ph 



RN 290816-79-4 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R,2R) -l-cyano-2- 

(phenylmethoxy) propyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




Bu-i 



RN 290816-81-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- 

[ (phenylmethyl) thio] ethyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 






H 



CN 



Bu-i 



Ph 



RN 290816-82-9 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -2- [ (2-chlorophenyl) methoxy] -1- 
cyanoethyl] amino] carbonyl] -3 -methylbutyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290816-83-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ ( IS) -1- [ [ [ ( 1R) -2 - [ (4 -chlorophenyl ) methoxy] -1- 
cyanoethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290816-84-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- [ (4- 

methoxyphenyl ) methoxy] ethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



0 i-Bu 




RN 290816-85-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- 

[ (phenylmethyl) thio] ethyl] amino] carbonyl] -3 , 3-dimethylbutyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 290816-86-3 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- 

[ (phenylmethyl) sulfonyl] ethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



H 




RN 290816-87-4 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- 

[ (phenylmethyl) sulfinyl] ethyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



H 




RN 290816-88-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- [ [ (4- 

methoxyphenyl) methyl] thio] ethyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



0 i-Bu 




RN 290816-89-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -2- [ (3 -chlorophenyl ) methoxy] -1- 
cyanoethyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290816-91-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- [ (2- 

methylphenyl ) methoxy] ethyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



0 i-Bu Me 




RN 2 90816-92-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- [ (3- 

methylphenyl ) methoxy] ethyl] amino] carbonyl] -3-methylbutyl] - (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 



0 i-Bu 




RN 290816-93-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (1R) -l-cyano-2- [ (4- 

methylphenyl) methoxy] ethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 290816-94-3 CAPLUS 

CN Benzoic acid, 3- [ [ (2R) -2-cyano-2- [ [ (2S) -4-methyl-2- [ (4- 

morpholinyl carbonyl) amino] -1-oxopentyl] amino] ethoxy] methyl] - , methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 i-Bu 0 



RN 290816-95-4 CAPLUS 

CN Benzoic acid, 4 - [ [ (2R) -2 -cyano-2 - [ [ (2S) -4 -methyl -2 - [ (4 - 

mo rpholinyl carbonyl) amino] -1-oxopentyl] amino] ethoxy] methyl] -, methyl ester 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




0 



RN 290816-96-5 CAPLUS 

CN Butanoic acid, 4-cyano-4- [ [ (2S) -4 -methyl -2- [ (4-morpholinylcarbonyl ) amino] - 
1-oxopentyl] amino] -, 1 , 1 -dimethyl ethyl ester, (4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 

H 




RN 290816-97-6 CAPLUS 

CN Carbamic acid, [ (5S) -5-cyano-5- [ [ (2S) -4 -methyl -2- [ (4- 

morpholinylcarbonyl) amino] -1-oxopentyl] amino] pentyl] - , phenylmethyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290817-01-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (IS) -l-cyano-3 -phenylpropyl] amino] -1- 
(cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 290817-02-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (1R) -l-cyano-2- 

(phenylmethoxy) ethyl] amino] -1- ( eye lohexyl methyl ) -2-oxoethyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 290817-03-7 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- 

phenylpropyl] amino] carbonyl] pent yl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 290817-07-1 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (IS) -l-cyano-3 -phenylpropyl] amino] -1- 
( 2 -naphthalenylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



H 




RN 290817-08-2 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ (2 -chlorophenyl) methyl] -2- [ [ (IS) -1- 
cyano-3-phenylpropyl] amino] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290817-10-6 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ [ (IS) -l-cyano-3 -phenylpropyl] amino] -1- 
[ (4 -methoxyphenyl) methyl] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290817-11-7 CAPLUS 

CN Propanoic acid, 3-cyano-3- [ t (2S) -4-methyl-2- [ (4 -morpholinylcarbonyl) amino] 
' 1-oxopentyl] amino] -, phenylmethyl ester, (3S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 290817-12-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (S) -cyanophenyl methyl] amino] carbonyl 
] -3-methylbutyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



H 




0 



CN 



H 



Ph 
Bu-i 



RN 290817-14-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -2- (2 -chlorophenyl) -1- 
cyanoethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290817-15-1 CAPLUS 

CN Butanoic acid, 4-cyano-4- [ [ (2S) -4 -methyl-2- [ ( 4 -morpholinyl carbonyl ) amino] 
1-oxopentyl] amino] -, phenylmethyl ester, (4S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 290817-17-3 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -1,3- 

dicyanopropyl] amino] carbonyl] -3-methylbutyl] - (9CI) 



(CA INDEX NAME) 



Absolute stereochemistry. 



H 




RN 290817-18-4 CAPLUS 

CN 4-Morpholinecarboxamide, N- [(IS) -1- [ [ [(IS) -1,2- 

dicyanoethyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




CN 



RN 290817-19-5 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- 

( me thylsulfonyl) propyl] amino] carbonyl] -3 -methylbutyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 290817-20-8 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-3- (4- 

hydroxyphenyl) propyl] amino] carbonyl] -3 -methylbutyl ] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 290817-21-9 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ [ (IS) -l-cyano-2- 



cyclohexyl ethyl] amino] carbonyl] -3-methylbutyl] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



i-Bu 
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AB Peptide nitriles Rl- (AA1) n-AA2 -NHCR2R3CN [n = 0 or 1; Rl = H, 

(un) substituted benzyl or acyl ; R2 = H, (un) substituted alkyl, alkoxy, 
alkenyl, alkynyl, alkoxycarbonyl , carbamoyl, Ph, etc.; R3 = H, alkyl; AA1 
and AA2 are certain amino acid residues] were prepared as cathepsin L or 
cathepsin S inhibitors. Thus, Cbz-Leu-Phe-NHCH (SPr-i) CN (Cbz = 
benzyl oxycarbonyl) , prepared by treating the amide with trif luoroacetic 
anhydride, showed IC50 = 38 nM for inhibition of cathepsin L. 

IT 289062-09-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of di- and tripeptide nitrile derivs . as inhibitors of 



cat heps in L and cathepsin S) 
RN 289062-09-5 CAPLUS 

CN . 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ (cyano-2- 

thienylmethyl) amino] carbonyl] -3-methylbutyl] - (9CI) 

Absolute stereochemistry. 



(CA INDEX NAME) 



0 i-Bu 
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AB N-terminal substituted dipeptide nitriles R (L) XX1NHCR2R3C ( : Y) NHCR4R5CN [R 
is optionally substituted aryl , alkyl, alkenyl , alkynyl, heterocyclyl ; R2, 
R3 = H, optionally substituted alkyl, cycloalkyl, bicycloalkyl, or aryl-, 
biaryl-, cycloalkyl, bicycloalkylalkyl ; R2 and R3 together represent 
alkylene, optionally interrupted by 0, S, or NR6, where R6 is H, alkyl, 
arylalkyl; or R2 or R3 are linked by alkylene to the adjacent nitrogen to 
form a ring; R4 , R5 = H, optionally substituted alkyl, arylalkyl, C02R7, 
CONR7R8 (R7 is optionally substituted alkyl, aryl, arylalkyl, cycloalkyl, 
bicycloalkyl, or heterocyclyl and R8 is H or optionally substituted alkyl, 
aryl, arylalkyl, cycloalkyl, bicycloalkyl, heterocyclyl), etc.; R4 and R5 
together represent alkylene, optionally interrupted by 0, S, or NR6; XI = 
CO, CS, SO, S02, P(0)OR6; Y = 0, S: L is optionally substituted Het , 
Het-CH2, CH2-Het (Het = 0, N, or S) ; x = zero or 1] were prepared as 
inhibitors of cysteine cathepsins, e.g., cathepsins B, K, L and S, and can 
be used for the treatment of cysteine cathepsin dependent diseases and 
conditions. Thus, N- [2- [ (3-carboxyphenyl)methoxy] -MS) -cyanoethyl] -3- 
methyl-Na- (2 , 2-diphenylacetyl) -L-phenylalaninamide was prepared and 
shown to have IC50 « 5 nM for inhibition of cathepsin B. 

IT 225119-70-OP 225120-04-7P 225121-07-3P 
225121-14-2P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(synthesis of dipeptide nitriles as inhibitors of cysteine cathepsins) 
RN 225119-70-0 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -1- [ [ (cyanomethyl ) amino] carbonyl] -3- 
methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

N CN 




RN 225120-04-7 CAPLUS 

CN 4-Morpholinecarboxamide, N- [ (IS) -2- [ (cyanomethyl) amino] -1- 
(cyclohexylmethyl) -2-oxoethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



H 




RN 225121-07-3 CAPLUS 

CN Benzoic acid, 3- [ [ (2R) -2-cyano-2- [ [ (2S) -3- (3-methylphenyl ) -2- [ (4- 

morpholinylcarbonyl) amino] -1-oxopropyl] amino] ethoxy] methyl] - , 2-propenyl 
ester (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 




RN 225121-14-2 CAPLUS 

CN Benzoic acid, 3- [[ (2R) -2-cyano-2- [[ (2S) -3- (3-methylphenyl) -2- [ (4- 

morpholinylcarbonyl) amino] -1-oxopropyl] amino] ethoxy] methyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




C0 2 H 
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